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Corticosteroids are effective anti-inflammatory medications that are recommended for the
control of persistent asthma. Little, however, is known about their influence on the perception
of dyspnea, which, in turn, is important to the successful self-management of asthma. This
paper provides a synopsis of available studies examining the impact of corticosteroids on the
sensitivity to perceive dyspnea and presents possible mechanisms underlying this relationship.
The results of these investigations are conflicting with some studies showing improved
perception and other studies showing worsened perception of dyspnea after corticosteroid
treatment. Thus, firm conclusions cannot be derived from the currently available data.
Implications for future research, which is required to increase our understanding of potential
influences of corticosteroids on the perception of dyspnea, are provided.
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Corticosteroids are commonly prescribed anti-inflammatory
medications used in the treatment of various diseases that
are mediated by the immune system, including rheumatoid
arthritis, inflammatory bowel syndrome, allergies and
asthma. Since asthma is characterized by airway inflamma-
tion even in mild cases, inhaled corticosteroids (ICS) have
been recommended as first-line treatment for patients who
need more than occasional inhalations of short acting
bronchodilators.1 In a previous meta-analysis, Sin et al.2
confirmed that ICS are the single most effective therapy for
patients with asthma; this is true both for pediatric and
adult patients. In their analysis of 69 trials it was found that
ICS reduced exacerbations by approximately 55% compared
to placebos or short-acting b2 agonists and improved the
lung function, as measured by the forced expiratory volume
in 1 s (FEV1), by nearly 330mL in the first 3–4 months of
treatment. In severe persistent asthma systemic adminis-
tration of corticosteroids may be required to control
symptoms, but its use is limited by the risk of significant
adverse side effects, such as glaucoma, cataracts, de-
creased bone mineral density, obesity and adrenal suppres-
sion,1 which are less prominent during ICS treatment.3
Besides the established potential in reducing asthma-
related symptoms and improving pulmonary function, little
is known about the influence of ICS on the perception of
dyspnea, which is a cardinal symptom of asthma. Dyspnea is
the subjective experience of breathing discomfort that
originates from interactions among various physiological,
psychological, social and environmental factors.4 The
adequate perception of onset and severity of dyspnea is an
important aspect of disease self-management programs,1
because a failure to perceive the severity of a developing
bronchoconstriction and associated dyspnea might result in
ineffective or delayed treatment. Blunted perception of
dyspnea has been reported in subgroups of patients with
asthma5,6 and has been shown to be associated with
inadequate use of medication, frequent re-hospitalizations,
near-fatal and even fatal attacks.6–9 Therefore, it is of
utmost importance to know whether the commonly pre-
scribed corticosteroids have a specific influence on this
perceptual process in asthma. With respect to this several
pathways have been suggested by which corticosteroids
might influence the perception of bronchoconstriction and
associated dyspnea,10 including the reduction of inflamma-
tory processes in the airways, restoration of the epithelial
structure and effects on the central nervous system.
The present paper provides an overview of the current
knowledge concerning the influences of corticosteroids on
the perception of dyspnea in asthma. Studies were selected
from literature searches in relevant databases (PubMed,
PsycINFO and Embase) using the terms corticosteroids or
steroids, dyspnea or breathlessness and asthma as well as
their combinations. Additional studies were identified by
searching bibliographies of retrieved studies. We limited the
search to English-language articles published from January 1,
1980 to September 30, 2005. Included studies had to test the
sensitivity to perceive different levels of airflow limitation
in asthmatic or healthy participants who were treated with
inhaled or systemic corticosteroids. Studies merely demon-
strating changes in reported dyspnea after corticosteroidtreatment, but without specifically testing the perception of
different levels of airflow limitation, were not included,
because these do not allow conclusions to be drawn about
perceptual sensitivity. Moreover, potential mechanisms
underlying the relationship between corticosteroids and
perception of dyspnea are presented and implications for
future research are provided.
Direct mechanisms of corticosteroids
Corticosteroids have both direct, rapid, non-genomic effects
such as binding to receptors and indirect, genomically
mediated effects like repression of gene transcription. They
decrease the number of inflammatory cells in the airways,
including T-lymphocytes, eosinophils, mast cells and den-
dritic cells. These effects are achieved through the
inhibition of the recruitment of inflammatory cells into the
airway by suppressing the production of chemotactic
mediators and adhesion molecules and by inhibiting the
survival of inflammatory cells, including T-lymphocytes,
eosinophils and mast cells, in the airways.11 These inflam-
matory processes in asthma have been assumed to damage
sensory receptors in the airways, which could reduce the
perception of bronchoconstriction.12 Thus, corticosteroids
might improve the perception of dyspnea in asthma by their
broad range of anti-inflammatory effects. Furthermore, it
has been assumed that corticosteroids can lead to a
restoration of the integrity of the airway epithelium.13 In
turn, this may reduce intraepithelial nerve injury or
increase the production of epithelial-derived mediators
being involved in the activation of airway sensory recep-
tors.12 Because epithelial cells in particular may be a major
cellular target for ICS,11 the restoration of the airway
epithelial structure has been suggested as another mechan-
ism by which corticosteroids might improve the perception
of dyspnea10,12 (see Fig. 1).
Indirect mechanisms of corticosteroids
In addition to the intentional anti-inflammatory effects and
known adverse physiologic side effects of corticosteroids,
many adverse psychological effects have been reported in
children and adults, including symptoms of depression,
mania, psychosis and behavioral and cognitive deficits.14–16
These were particularly prominent for systemic corticoster-
oids but also occurred during treatments with ICS, which,
however, have been less well examined in this regard. Brown
et al.17 demonstrated that even brief courses of oral
prednisone in modest concentrations lead to symptoms of
mania and depression in patients with asthma. The under-
lying mechanisms are still not well examined but are likely
to involve a complex interplay between disease related
characteristics, individual predispositions, distressing envir-
onmental aspects and pharmacokinetic properties of the
administered corticosteroid.14 The latter include varying
effects on the neurotransmitters serotonin and dopamine in
many different regions of the brain. Particularly hippocam-
pal damage has been assumed to play an important role in
the mediation of adverse psychological effects of systemic
corticosteroids.14,18 Since research has shown that negative
affectivity is related to inadequate perception of asthma
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Figure 1 Schematic presentation of possible direct and indirect mechanisms of corticosteroids on the perceptual sensitivity for
dyspnea. Dotted arrows indicate an absence of studies examining the assumed mechanism.
Corticosteroids and perception of dyspnea 1081symptoms such as dyspnea,19–21 it can be assumed that
corticosteroid-related adverse symptoms, such as depres-
sion or mania, interfere with an accurate perception of
dyspnea (see Fig. 1). Besides blunted perception of dyspnea
also an over-perception could occur which might be related
with over-treatment.19,20 However, no systematic research
on the interrelationships between inhaled or systemic
corticosteroids, psychological symptoms and resulting per-
ception of dyspnea is available. In addition, it is unknown
whether other adverse side effects of corticosteroids, such
as glaucoma, cataracts or decreased bone mineral density
have a further influence on the perception of dyspnea.
However, it may be speculated that the burden of these
chronic disease conditions leads to increased psychological
symptoms (e.g., depression), which, in turn, may interfere
with the perception of dyspnea.ICS and perception of dyspnea
In the following studies are reviewed that examined the
influence of ICS on the sensitivity to perceive dyspnea
(Table 1). The first study in this area was performed by
Roisman et al.12 They investigated patients (mostly steroid-
naive, i.e. not receiving steroids at study enrollment) with
mild to moderate asthma who were randomly treated for 4
weeks with inhaled b2-agonists given either alone (n ¼ 9) or
in combination with 1000 mg flunisolide twice daily (n ¼ 9).
After treatment all patients underwent bronchoalveolar
lavage and bronchial biopsies as well as a methacholine and
bradykinin challenge during which perceived dyspnea was
rated on a visual analog scale after each dose of the inhaled
bronchoconstrictive agent. The results showed that ICS
treatment led to increased sensitivity for bradykinin induced
dyspnea, which is an endogenous inflammatory mediator in
asthma. Moreover, the authors demonstrated correlations
between inflammatory status and perception of induced
dyspnea such that stronger eosinophilic inflammation and
epithelial damage are associated with reduced perception
of dyspnea.
In a study by Boulet et al.10 15 patients with mild asthma
who used bronchodilators only were compared with 15patients with moderate asthma who received a daily dose of
inhaled beclomethasone equivalent of 400–1500 mg. During
the study both groups received either 50 mg of the b2-agonist
salmeterol or placebo over the course of 4 weeks, separated
by a 2-week wash-out period. The perception of dyspnea
was measured on a Borg scale during methacholine
challenges before and after the treatments. It was found
that the patients who used ICS showed a more sensitive
perception of dyspnea during methacholine challenges than
the patients who only received salmeterol. The perceptual
sensitivity was stable throughout the treatment period and
was not influenced by additional use of salmeterol. Atopic
patients in both groups demonstrated a reduced perception
of dyspnea compared to non-atopic individuals.
Weiner et al.22 assessed 47 steroid-naive patients with
moderate asthma who received 250 mg fluticasone twice
daily for 8 weeks while 20 matched patients received a
placebo. Before and after treatment participants had to
rate their sensation of dyspnea on a modified Borg scale
while breathing against progressive resistances aimed to
induce mouth pressures of 0, 5, 10, 20 and 30 cm H2O.
Following 8 weeks of treatment, 32 patients in the
fluticasone group improved their FEV1 by more than 15% of
the predicted value. The other 15 patients in the fluticasone
group as well as all patients in the placebo group did not
reach similar improvements. Only those patients in the
fluticasone group who showed an improved lung function
also showed increased perception of dyspnea in terms of
higher dyspnea ratings during breathing against progressive
resistances when compared to pre-treatment. The flutica-
sone-treated patients without improved FEV1 as well as the
placebo group showed no significant change in their
perception of dyspnea. The authors conclude that ICS
treatment results in improved perception of dyspnea, but
only if concomitant improvements in airflow are obtained.
Similar results were reported by Bijl-Hofland et al.23 They
allocated 128 steroid-naive patients with mild–to moderate
asthma to 3 groups, which received regular treatment with
either salbutamol (200 mg/d QID), formoterol (12mg/d BID)
or placebo over a course of 12 weeks. Exactly 1 year later, 64
of these patients received the same treatment for a further
12 weeks but in combination with 400 mg beclomethasone
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Table 1 Studies examining the influence of ICS on the perception of dyspnea in patients with asthma.
Author Patients/
controls
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m(k): Increased (decreased) sensitivity to perception of dyspnea; mm (kk): Stronger inflammation associated with increased
(decreased) sensitivity to perception of dyspnea; FEV1: forced expiratory volume in 1 s; ICS: inhaled corticosteroids; LABA: long acting
b2-agonist.
A. von Leupoldt et al.1082dipropionate BID. Before, during and after treatment
periods in both years the perception of dyspnea was
assessed on a Borg scale during histamine challenges. The
results showed that adding ICS to a long acting b2-agonist
but not to a short acting b2-agonist improves the perceptual
sensitivity to histamine induced dyspnea after 4 weeks of
treatment. There was a tendency for similar improvements
in the group that received ICS in addition to the placebo.
In a further study by Salome et al.24 35 patients with
poorly controlled moderate asthma were recruited andrandomly assigned to groups that received either 1600 or
3200 mg/day budesonide for 8 weeks, followed by 8 weeks of
1600 mg/day budesonide and a subsequent down-titration
for 56 weeks. The perception of dyspnea was measured on a
Borg scale during histamine challenges performed at base-
line and after 8, 16, 24, 48 and 72 weeks of treatment. At
baseline there was no difference in perception between the
17 patients using ICS (mean ICS use of 975 mg BDP equivalent)
and the 18 patients not using ICS. After 8 weeks of
treatment perception of induced dyspnea increased without
ARTICLE IN PRESS
Corticosteroids and perception of dyspnea 1083difference between the group receiving 1600 mg/day bude-
sonide and the group receiving 3200 mg/day. This improve-
ment was only weakly associated with decreased
inflammatory status in terms of circulating eosinophils, but
not with systemic levels of airway inflammation in terms of
serum eosinophil cationic protein. The results obtained from
the 20 patients who completed the full 72-week follow-up
period showed that the improved perception remained
stable after the first 8 weeks of treatment but without
further improvements.
In another study by the same group25 the opposite
strategy to an administration of ICS was used. From a
preliminary sample of 42 patients with well-controlled
asthma 33 patients successfully halved their ICS dose
without developing an exacerbation during the following 8
weeks. Perception of dyspnea was measured with a Borg
scale before and at monthly intervals after the dose
reduction during a bronchial challenge with mannitol
together with an assessment of the inflammatory status of
the airways by measuring exhaled nitric oxide and sputum
inflammatory cells. Results after 8 weeks indicated that a
reduction of ICS decreased the sensitivity to perceive
dyspnea induced by mannitol challenge. This was paralleled
by increases in sputum eosinophils, which, however, were
not significantly correlated with the changes in perception
of dyspnea. Notably, the decrease in perception of dyspnea
during mannitol challenges after reducing the dose of ICS
occurred before any decline of baseline lung function or
asthma exacerbation could be measured over the course of
the study. Thus, the changes in perception seem unlikely to
be a result of adaptation processes to slowly developing
bronchoconstrictions, which have been suggested to be
associated with blunted perception of dyspnea.26
While all of the above studies have reported some
improvement in the perception of dyspnea following ICS
treatments, others have found contrary results. In a study by
Higgs and Laszlo27 12 steroid-naive patients with poorly
controlled asthma received 100 mg beclomethasone four
times daily for 2 weeks, 2mg cromoglycate four times daily
for 2 weeks and theophylline twice daily for 4 weeks to
achieve blood levels between 10 and 20mg/L. Treatments
were separated by 1 week wash-out periods. In the second
week of each treatment participants estimated their
perceived asthma symptoms three times daily on a visual
analog scale followed by a self-measurement of PEF. The
results showed that cromoglycate slightly improved PEF and
slightly decreased perceived symptoms of asthma. The
perception of asthma symptoms, as measured by the
relationship between PEF and visual analog scores, however,
was unaffected by cromoglycate. Theophylline increased
the perceived symptoms of asthma despite improvements in
lung function. Most importantly for this review, beclometha-
sone reduced the perception of asthma symptoms without
concomitant improvements in lung function.
These data were mirrored by results of in’t Veen et al.28
They showed that dyspnea during a methacholine challenge
was less well perceived by 30 patients with severe asthma,
receiving 500 mg fluticasone twice daily for at least 4 weeks,
compared to 11 patients with mild asthma not using ICS. No
difference in the respective ratings on Borg scales and visual
analog scales was found when the perception of dyspnea was
measured during a bronchial challenge with hypertonicsaline. The reduced sensitivity to the perception of dyspnea
in severe ICS-dependent patients with asthma was corre-
lated with greater inflammation of the airways in terms of
increased sputum eosinophils while in mild steroid-naive
patients with asthma the reverse association was obtained.
Similar findings were obtained by Ottanelli et al.29 in
patients with stable mild or moderate asthma. They compared
55 patients who were receiving approximately 800mg of not
further specified ICS with 45 ICS-naive patients. For further
analyses both groups were subdivided into obstructed (FEV1/
VC percentage ratio o70%) and non-obstructed (FEV1/VC
percentage ratio470%) patients. All participants underwent a
sputum induction to measure eosinophils as well as a
methacholine challenge during which perception of dyspnea
was measured on a visual analog scale. The results demon-
strated that patients treated with ICS had a lower perception
of dyspnea than ICS-naive patients. Similar to the findings by
in’t Veen et al.28 greater inflammation was associated with
decreased perception in patients receiving ICS, but with
increased perception in ICS-naive patients. In contrast to the
findings discussed above,10,12,22–25 the authors conclude that
airway inflammation might be associated with improved
perception of dyspnea.
Systemic corticosteroids and perception of
dyspnea
Two further studies have examined the influences of
systemic treatment with corticosteroids on symptom per-
ception. Noseda et al.30 studied the effects of intravenous
administration of 125mg methylprednisolone or a placebo
on two consecutive days in 18 symptomatic steroid-
dependent patients with asthma. FEV1 and perception of
dyspnea were measured on a bipolar visual analog scale
5min and 60min after administration of the respective
agent and after a succeeding inhalation of 2 500 mg
terbutaline at 65 and 90min. Results showed that the
injection of methylprednisolone did not differ from that of
the placebo in terms of dyspnea ratings. Both reduced the
perception of dyspnea in the absence of significant changes
in lung function. Furthermore, methylprednisolone had no
effect on the perception of subsequent bronchodilation
induced by terbutaline.
Kallas de Carvalho et al.31 examined the effect of oral
administration of either 40mg prednisone or a placebo on
perceived dyspnea 6 h later in 16 healthy young participants
on two separate days. Perception of dyspnea was assessed
on a visual analog scale while participants breathed through
inspiratory resistive loads of different magnitudes and by
measuring the maximal time that participants could hold
their breath. It was shown that during resistive load
breathing oral prednisone had no effect on the perception
of dyspnea when compared to the placebo. Although the
time participants could hold their breath was 10% longer
than after the administration of the placebo, this difference
did not reach statistical significance.
Discussion
Corticosteroids, particularly ICS, are highly effective anti-
inflammatory medications and have been recommended as
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Dyspnea is a cardinal symptom in these patients and should
be recognized early to allow adequate and immediate
treatment especially since blunted perception of this
symptom has been shown to be associated with poor
treatment outcome including fatal attacks.6–9 In light of
these facts, it is striking that our knowledge of the influence
of corticosteroids on patients’ perception of dyspnea is
considerably limited. Although recent studies with large
numbers of patients32–34 have demonstrated the beneficial
effects of corticosteroids on improving lung function,
increasing quality of life and reducing symptoms, including
dyspnea, their effects on the sensitivity to perceive dyspnea
has rarely been examined.
For the present review only 11 studies could be identified
that examined this important relationship with differing
experimental designs. Of these, 9 reports studied the
effects of ICS10,12,22–25,27–29 while only 2 further studies
focused on either intravenous30 or oral corticosteroids.31 In
6 studies on the effects of ICS it was shown that they are
associated with improvements in the perception of dys-
pnea,10,12,22–25 but 3 studies demonstrated contrary re-
sults.27–29 A single intravenous administration of
corticosteroids was associated with reduced perception of
dyspnea30 while a single oral dose showed no effect.31 Thus,
neither for ICS nor for systemic corticosteroids firm
conclusions on their influence on the perception of dyspnea
could be drawn on the basis of the available experimental
data which are often limited or not comparable in
methodology (e.g. tested medication, size and character-
istics of the samples, instruments for dyspnea induction and
measurement).
The same holds for the mechanisms that might underlie
the relationship between corticosteroids and perception.
While some studies have suggested that increased sensitivity
to perception of dyspnea might be related to reduced airway
inflammation due to the anti-inflammatory effects of
ICS,12,24,25 others have shown an increase in perception
with increased inflammatory status.28,29 However, most of
the reviewed investigations have not examined the con-
comitant changes in inflammatory markers during the tests
of perception.
Furthermore, no information is available about the
influence of psychological aspects on the perception of
dyspnea during corticosteroid treatments. These have been
assumed as additional mechanism influencing the perception
of dyspnea due to adverse psychological side effects of
inhaled and particularly systemic corticosteroids, e.g.,
depression, anxiety or mania. Although this potential
mechanism has been mentioned in most of the reviewed
studies, no study has reported any measure to control for
psychological effects of the respective treatments. More-
over, in light of these known side effects it is remarkable
that only one study has reported a history of psychiatric
disorders being an exclusion criteria, but without specifying
the method of assessment.30
In addition to considerable differences in the experi-
mental methodologies the contradicting findings reported
above might have partly been caused by shortcomings in the
designs. Also, these facts in combination with the limited
number of available studies were preventing a more
stringent systematic review. However, defined criteria andan acceptable systematic strategy were used for the present
paper, thus leading to an extensive overview on this
important topic including information on all current
methodological shortcomings and related implications for
future research.
Overall, it can be assumed that the small sample sizes of
many of the reported studies might have provided insuffi-
cient test power to detect true differences between
examined groups or treatments (see Table 1). Further,
patients with varying durations of asthma as well as levels of
disease severity were included in the studies, often without
mentioning the criteria used for asthma classification. The
degree of severities ranged from stable mild to poorly
controlled severe asthma with one study examining a
healthy population. Since the degree of asthma has been
shown to be associated with the perceptiveness of
dyspnea,35 this variability might have contributed to the
contradicting results. The same holds for the duration of
asthma. In patients with a longer history of disease the
threshold for the detection of dyspnea might have changed
over time, which has been discussed as ‘temporal adapta-
tion’ in the literature.26 In addition, all studies exclusively
examined adult patients.
Moreover, the studies varied considerably in the medical
treatments that were studied. While some studies only
examined corticosteroids others compared or combined ICS
with different bronchodilators. Other investigations com-
pared effects of the treatments patients were already
receiving, but without administering a specific drug in a
controlled fashion. Although all studies except one28 were
specifically aimed to evaluate the influence of corticoster-
oids on the perception of dyspnea (i.e., either as single
treatment or in comparison to other treatments), it cannot
be excluded that examining corticosteroids in combination
with or in within-subject comparisons to other bronchodi-
lative treatments leads to different results than evaluating
the isolated effects of corticosteroids. Further, the study by
in’t Veen et al.28 examined the specific impact of the
severity of asthma on the perception of dyspnea. Although
patients receiving ICS were compared in a controlled design
with an ICS-naive group, conclusions on the effects of ICS
were limited by differences in the severity of asthma
between groups. Furthermore, treatments differed in terms
of the prescribed doses and in the duration of medication.
The latter ranged from a single bolus to 72 weeks, with the
majority of regimens lasting about 4–8 weeks. Thus, with
the exception of Salome et al.’s24 findings little is known
about long-term effects on the perception of dyspnea. Since
corticosteroid treatments do not act immediately on the
airways (like short- or long-acting bronchodilators do),
different treatment durations might differentially allow
their beneficial as well as side effects to develop. This could
lead to subsequent differences in their impact on the
sensitivity to perceive dyspnea. In addition, it is not known
whether there are differences in the impact on perception
between distinct drugs of the same pharmacological class,
i.e., between different ICS. Furthermore, it is difficult to
distinguish between the isolated effect of the corticosteroid
treatment in the discussed investigations and confounding
effects of varying additional medication. All studies allowed
their patients to use rescue medication as needed, mostly
b2-agonists, which were often neither described neither
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reported to impact on the perception of dyspnea,36 a topic,
which would be worthy of its own review, interactions with
the effects of corticosteroid treatments might be assumed.
In addition, there have been differences both within and
between the studies concerning the duration of the
patients’ prior medical regimens, which could have further
influenced the results.
A variety of techniques to induce dyspnea have been used
in the reported studies. In most cases challenge tests with
bronchoconstrictive agents such as methacholine, hista-
mine, bradykinin, mannitol and hypertonic saline were
employed with reductions in lung function being measured
in terms of the FEV1 after each dose of administered agent.
Others have used resistive load breathing to induce airflow
limitation, while in a few studies patients rated their level
of dyspnea several times a day while actual changes in lung
function were measured with a peak flow meter. Previous
studies, however, have shown that there are considerable
differences in the perception of induced bronchoconstric-
tion between different provocative agents.37,38 Different
techniques for the induction of dyspnea have also been
shown to be unequally sensitive in detecting reduced
perception of dyspnea in patients.39 This might be explained
by the stimulation of different receptors with different
agents and techniques, which adds to the limited compar-
ability between the discussed studies. Moreover, one of the
two studies using resistive loads31 did not weight the
imposed loads for the total resistance of participants, which
is the sum of external resistive loads and internal,
physiological resistive loads. Therefore, the same external
resistive load is not comparable between participants with
different levels of bronchial obstruction, which could have
influenced the outcome. In addition, the assessment of
different levels of lung function in terms of PEF self-
measurements in every-day life contains the risk of poor
compliance and poor technical quality,40,41 which, in
addition to learning effects due to daily self-estimation of
dyspnea, might have negatively influenced results.
A similar variability has been used in the reported studies
to measure the perception of dyspnea. Most studies
employed validated rating scales (e.g., the Borg scale or
visual analog scales) and plotted the ratings against the
obtained fall in either FEV1 or PEF. Some studies quantified
the perception in terms of the slope of the linear regression
between ratings and lung function, while others used the
intercept, the absolute magnitude at a 20% fall in lung
function, the mean rating scores or a mixture of the
measures. These quantifications partly showed different
results in the same study subjects,24,28 therefore they might
assess different aspects of perception and might not be
comparable. In addition, the rating instructions and defini-
tions of dyspnea varied considerably between studies and all
studies measured dyspnea on a global level. None of the
studies measured distinct sensory or affective aspects in the
perception of dyspnea, but previous research has shown that
these aspects can be differentiated by subjects.42–45 Thus,
no information is available on how corticosteroids might
differentially affect these distinct aspects in the perception
of dyspnea.
Overall, it has been questioned whether assessments of
dyspnea ratings during both challenge tests and resistiveload breathing are adequate paradigms to measure the
sensitivity to perceive dyspnea.46,47 However, since no gold-
standard is available in this respect, it should be kept in
mind that both techniques try to mimic asthmatic dyspnea
in the laboratory and therefore might not necessarily mirror
an asthmatic exacerbation under real-life conditions.48Implications for future research
It has been shown above that corticosteroids are not only
effective in controlling symptoms of asthma but might also
influence the perception of dyspnea; presumably due to
their anti-inflammatory and/or psychological side effects. It
is, however, obvious from the discussed findings that more
studies with adequate methodologies are needed to allow
firm conclusions to be drawn concerning perceptual effects
and their underlying mechanisms. Future studies on corti-
costeroids should include tests of the effects on the
perception of dyspnea and comparisons between patients
groups should not be confounded with a priori differences in
age, gender, ethnicity, history of prior medication, disease
severity and duration of asthma. Rather, specifically planned
comparisons between these different groups could yield
additional information about potential differences in the
relationship between corticosteroids and perception, which
are related to the above factors. Furthermore, future
studies should control for the confounding effects of other
medications, which are used in addition to corticosteroids,
i.e., bronchodilative rescue medication.1 Since a complete
abstinence from these medications during study periods is
not possible in most circumstances, only one substance
should be prescribed and the daily use measured, reported
and controlled for in statistical analyses. Moreover, differ-
ences in beneficial effects as well as side effects between
different corticosteroids and between different doses have
been reported.1 Therefore, possible effects of different
substances or doses on the perceptiveness of dyspnea might
be compared in future investigations. In any case, it is
necessary to examine the long-term effects of these
regimens, since changes in the course of treatment might
occur. With regard to the aforementioned adverse psycho-
logical side effects of inhaled and particularly systemic
corticosteroids, participants in future studies should be
screened for existing psychological comorbidities before the
commencement of studies. Psychological variables, e.g.,
depression, mania, anxiety, irritability or cognitive func-
tioning should be monitored during study periods and
subsequently analyzed in terms of possible changes during
corticosteroid treatment and their relation to the sensitivity
to perceive dyspnea. To account for such effects, sensory
and affective aspects in the perception of dyspnea should be
differentiated in studies by using separate rating instru-
ments.49–51 This would provide more precise conclusions
about which specific aspects of perceived dyspnea are
influenced by medical treatment or by possible psychologi-
cal side effects.42 Furthermore, future investigations should
measure concomitant changes in inflammatory markers
during corticosteroid treatments. This would help establish-
ing whether potential effects on the perception are related
to changes in inflammatory processes within the airways due
to corticosteroid treatments. In addition, it may be
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of corticosteroids (e.g., glaucoma, cataracts or decreased
bone mineral density) are related to the perception of
dyspnea. Finally, since the presented studies in this area
were exclusively performed in adult participants, future
studies are required in children with asthma.
Conclusions
Corticosteroids are effective and recommended anti-inflam-
matory medications for controlling asthma. Dyspnea is a
cardinal symptom in asthma and its adequate perception is
important for successful treatment. Inadequate perception
of this symptom is associated with poor treatment outcome
including fatal attacks, but little is known about the
influence of corticosteroid treatments on this perceptual
process. It has been suggested that corticosteroids might
influence the perception due to their broad anti-inflamma-
tory effects within the airways. Alternatively, related
adverse psychological side effects have been assumed to
lead to changes in the perception of the sensation of
dyspnea. However, only a few studies in adult patients have
examined these questions, predominantly focusing on ICS.
While some of these studies showed that ICS are associated
with the positive effect of improved perception of dyspnea
others demonstrated the negative contrary. Systemic corti-
costeroids showed either no effect or were related to
reduced perception. Further, the obtained results could
neither be consistently explained by inflammatory processes
nor by psychological mechanisms, which have not been
examined in the available studies. The conflicting findings
might have been caused by considerable differences in
experimental methodology between studies. Overall no firm
conclusions could be drawn from the limited experimental
data. Future studies with improved designs are required to
better understand the influence of corticosteroids on the
perception of dyspnea.
Acknowledgements
The authors wish to thank Jane Klemen for helpful
comments on a prior draft of this manuscript.
References
1. Global Initiative for Asthma: Global strategy for asthma
management and prevention. National Institutes of Health:
National Heart, Lung, and Blood Institute. National Institutes of
Health, Bethesda, MD; Updated 2005. Publication No. 02-3659.
2. Sin DD, Man J, Sharpe H, et al. Pharmacological management to
reduce exacerbations in adults with asthma: a systematic
review and meta-analysis. JAMA 2004;292:367–76.
3. Tattersfield AE, Harrison TW, Hubbard RB, et al. Safety of
inhaled corticosteroids. Proc Am Thorac Soc 2004;1:171–5.
4. American Thoracic Society: Dyspnea. Mechanisms, assessment,
and management: a consensus statement. Am J Respir Crit Care
Med 1999;159:321–40.
5. Rubinfeld AR, Pain MC. Perception of asthma. Lancet 1976;1:
882–4.
6. Kikuchi Y, Okabe S, Tamura G, et al. Chemosensitivity and
perception of dyspnea in patients with a history of near-fatal
asthma. N Engl J Med 1994;330:1329–34.7. Main J, Moss-Morris R, Booth R, et al. The use of reliever
medication in asthma: the role of negative mood and symptom
reports. J Asthma 2003;40:357–65.
8. Dirks JF, Schraa JC, Robinson SK. Patient mislabelling of
symptoms: implications for patient–physician communication
and medical outcome. Int J Psychiatry Med 1982;12:15–27.
9. Magadle R, Berar-Yanay N, Weiner P. The risk of hospitalization
and near-fatal and fatal asthma in relation to the perception of
dyspnea. Chest 2002;121:329–33.
10. Boulet LP, Turcotte H, Cartier A, et al. Influence of beclo-
methasone and salmeterol on the perception of methacholine-
induced bronchoconstriction. Chest 1998;114:373–9.
11. Barnes PJ, Adcock IM. How do corticosteroids work in asthma?
Ann Intern Med 2003;139:359–70.
12. Roisman GL, Peiffer C, Lacronique JG, et al. Perception of
bronchial obstruction in asthmatic patients. Relationship with
bronchial eosinophilic inflammation and epithelial damage and
effect of corticosteroid treatment. J Clin Invest 1995;96:12–21.
13. Laitinen LA, Laitinen A. Remodeling of asthmatic airways by
glucocorticosteroids. J Allergy Clin Immunol 1996;97:153–8.
14. Stuart FA, Segal TY, Keady S. Adverse psychological effects of
corticosteroids in children and adolescents. Arch Dis Child
2005;90:500–6.
15. Brown ES, Chandler PA. Mood and cognitive changes during
systemic corticosteroid therapy. Prim Care Companion J Clin
Psychiatry 2001;3:17–21.
16. Bender BG, Milgrom H. Neuropsychological and psychiatric side
effects of medications used to treat asthma and allergic
rhinitis. In: Kaptein AA, Creer TL, editors. Respiratory disorders
and behavioural medicine. London: Martin Dunitz; 2002.
p. 175–96.
17. Brown ES, Suppes T, Khan DA, et al. Mood changes during
prednisone bursts in outpatients with asthma. J Clin Psycho-
pharmacol 2002;22:55–61.
18. Brown ES, Woolston DJ, Frol A, et al. Hippocampal volume,
spectroscopy, cognition, and mood in patients receiving
corticosteroid therapy. Biol Psychiatry 2004;55:538–45.
19. Put C, Van den Bergh O, Van Ongeval E, et al. Negative
affectivity and the influence of suggestion on asthma symp-
toms. J Psychosom Res 2004;57:249–55.
20. Put C, Demedts M, Van Den Bergh O, et al. Asthma symptoms:
influence of personality versus clinical status. Eur Respir J
1999;13:751–6.
21. Rietveld S, Prins PJ. The relationship between negative
emotions and acute subjective and objective symptoms of
childhood asthma. Psychol Med 1998;28:407–15.
22. Weiner P, Berar-Yanay N, Davidovich A, et al. The perception of
dyspnoea in patients with asthma, before and following
treatment with inhaled glucocorticosteroids. Respir Med
2000;94:161–5.
23. Bijl-Hofland ID, Cloosterman SGM, Folgering HTM, et al. Inhaled
corticosteroids, combined with long-acting beta(2)-agonists,
improve the perception of bronchoconstriction in asthma. Am J
Respir Crit Care Med 2001;164:764–9.
24. Salome CM, Reddel HK, Ware SI, et al. Effect of budesonide on
the perception of induced airway narrowing in subjects with
asthma. Am J Respir Crit Care Med 2002;165:15–21.
25. Salome CM, Leuppi JD, Freed R, et al. Perception of airway
narrowing during reduction of inhaled corticosteroids and
asthma exacerbation. Thorax 2003;58:1042–7.
26. Rietveld S, Everaerd W. Perceptions of asthma by adolescents at
home. Chest 2000;117:434–9.
27. Higgs CMB, Laszlo G. Influence of treatment with beclometha-
sone, cromoglycate and theophylline on perception of bronch-
oconstriction in patients with bronchial asthma. Clin Sci
1996;90:227–34.
28. in’t Veen JC, Smits HH, Ravensberg AJ, et al. Impaired
perception of dyspnea in patients with severe asthma. Relation
ARTICLE IN PRESS
Corticosteroids and perception of dyspnea 1087to sputum eosinophils. Am J Respir Crit Care Med 1998;158:
1134–41.
29. Ottanelli R, Rosi E, Romagnoli I, et al. Do inhaled corticosteroids
affect perception of dyspnea during bronchoconstriction in
asthma? Chest 2001;120:770–7.
30. Noseda A, De Bruyne I, De Maertelaer V, et al. Does an IV bolus
of methylprednisolone relieve dyspnea in asthma exacerba-
tions? Chest 2000;118:1530–7.
31. Kallas de Carvalho F, Filho JT, Vianna EO, et al. Do steroids
interfere in dyspnoea sensation? Respir Med 2002;96:511–4.
32. Boushey HA, Sorkness CA, King TS, et al. Daily versus as-needed
corticosteroids for mild persistent asthma. N Engl J Med
2005;352:1519–28.
33. O’Byrne PM, Bisgaard H, Godard PP, et al. Budesonide/
formoterol combination therapy as both maintenance and
reliever medication in asthma. Am J Respir Crit Care Med
2005;171:129–36.
34. Pauwels RA, Pedersen S, Busse WW, et al. Early intervention
with budesonide in mild persistent asthma: a randomised,
double-blind trial. Lancet 2003;361:1071–6.
35. Bijl-Hofland ID, Cloosterman SG, Folgering HT, et al. Relation of
the perception of airway obstruction to the severity of asthma.
Thorax 1999;54:15–9.
36. Jang AS, Choi IS. Increased perception of dyspnea by inhalation
of short acting beta2 agonist in patients with asthma of varying
severity. Ann Allergy Asthma Immunol 2000;84:79–83.
37. Sont JK, Booms P, Bel EH, et al. The severity of breathlessness
during challenges with inhaled methacholine and hypertonic
saline in atopic asthmatic subjects. The relationship with deep
breath-induced bronchodilation. Am J Respir Crit Care Med
1995;152:38–44.
38. Tetzlaff K, Leplow B, ten Thoren C, et al. Perception of dyspnea
during histamine- and methacholine-induced bronchoconstric-
tion. Respiration 1999;66:427–33.
39. Bijl-Hofland ID, Cloosterman SG, van Schayck CP, et al.
Perception of respiratory sensation assessed by means of
histamine challenge and threshold loading tests. Chest
2000;117:954–9.
40. Verschelden P, Cartier A, L’Archeveque J, et al. Compliance
with and accuracy of daily self-assessment of peak expiratoryflows (PEF) in asthmatic subjects over a three month period.
Eur Respir J 1996;9:880–5.
41. Gannon PF, Belcher J, Pantin CF, et al. The effect of patient
technique and training on the accuracy of self-recorded peak
expiratory flow. Eur Respir J 1999;14:28–31.
42. von Leupoldt A, Dahme B. Differentiation between the sensory
and affective dimension of dyspnea during resistive load
breathing in normal subjects. Chest 2005;128:3345–9.
43. Wilson RC, Jones PW. Differentiation between the intensity of
breathlessness and the distress it evokes in normal subjects
during exercise. Clin Sci 1991;80:65–70.
44. Carrieri-Kohlman V, Gormley JM, Douglas MK, et al. Exercise
training decreases dyspnea and the distress and anxiety
associated with it. Monitoring alone may be as effective as
coaching. Chest 1996;110:1526–35.
45. Meek PM, Lareau SC, Hu J. Are self-reports of breathing effort
and breathing distress stable and valid measures among persons
with asthma, persons with COPD, and healthy persons? Heart
Lung 2003;32:335–46.
46. Manning HL, Schwartzstein RM. Respiratory sensations in
asthma: physiological and clinical implications. J Asthma
2001;38:447–60.
47. Banzett RB, Dempsey JA, O’Donnell DE, et al. Symptom
perception and respiratory sensation in asthma. Am J Respir
Crit Care Med 2000;162:1178–82.
48. Boudreau D, Styhler A, Gray-Donald K, et al. A comparison
of breathlessness during spontaneous asthma and histamine-
induced bronchoconstriction. Clin Invest Med 1995;18:
25–32.
49. von Leupoldt A, Seemann N, Gugleva T, et al. Attentional
distraction reduces the affective but not the sensory dimension
of perceived dyspnea. Respir Med, in press, doi:10.1016/
j.rmed.2006.06.033.
50. von Leupoldt A, Ambruzsova R, Nordmeyer S, et al. Sensory and
affective aspects of dyspnea contribute differentially to the
Borg scale’s measurement of dyspnea. Respiration 2006;73:
762–8.
51. von Leupoldt A, Dahme B. Psychological aspects in the
perception of dyspnea in obstructive pulmonary disease. Respir
Med, in press, doi:10.1016/j.rmed.2006.06.011.
